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1 Deep freezer eo. 325.00 
1 Tonometer οὔ ὁ : 21.00 
1 tape record with acessories : 120.00 
1 oxigenator for water bath 7.00 ἡ 
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drugs ᾿ 64.00. 
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SUBJECT : MKULTRA, Subproject le 


9 Stemptember 1960 


Under the authority granted iu the memorandum dated 13 April 


1953 from the DCI to the DO/A, end the extension of this authority 


in subsequent menoranda, Subproject 120 has been approved end 


$2,000 οἵ the over-n1l MKULTRA project funds has been obligated 
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be charged to Allotment 1525-1009-1902. 
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ms eS tee ony ry χ - ee δὲ 
μ᾿») Be Sper ae BOF ὥσθ ΙΔ ὩΣ 


SNGNATURE OF PAYEE 

red 
SIGNATURE OF CERTIFYING OFFICER } | | 
ἱ Ι ! 


“ἢ, ὦ ! | <n τ 


SPACE BELOW ΟΝ EXCLUSIVE USE OF FINANCE DIVISION |; a ; 


τ 
REVIEWED BY |] VOUCHER NO. 7.12 Be, 
χ 


a REPARED! BY 


DESCRIPTION # "ALL OTHER ACCOUNTS 13.33 34-32 ades2 | 43 las. as 54067 58. 67 68-76 | 71-80" ; i k 
STATION - ORLIG ᾳ ALLOT, OR CUST τ Ὁ DUE -.. Smee ee ne Bao agers wet ; : 
CODE EXPEND F | Pay | gers NO. [55] GENERAL ACCT. NO. 1 DATE | AMOUNT t 
seweeereee CODE | | PER. baceeecens loa! LEDGER ee a nt ; ᾿ 
i εἰ \% , 62467 ᾧ 
᾿ sccleienis there τὶν i p | L1G. | SaYA"05 ivRiacct. wo. |.Sk: NOs, | eeseer oeeit exeni® ' : 
᾿ 3 |prosecr no. Fy, 3 | CODE[ ester nees M REF.NG,| CLASS 


5 ἢ Ear, NO. 


* TOTALS 


(Wnen Fisted on) 


INSTRUCTIONS 


Tf funds, in the form of other than U.S. Dollars were on hand, received, or disbursed during the accounting 
period, all pertinent data, i.e., rate, method of acquisition, etc., must be shown. If advances have been 
made to third parties, enter the total of such advances outstanding at the beginning of the accounting period 
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3. Attach a voucher for each expenditure and assign a number thereto innumerical sequence. The voucher ma 
the receipt obtained from the payee. When 8 receipt is not obtainec, prepare a certificate and attach 
voueher: When space on form is not sufficient ἘΠ list all vouchers, prepare a listing on 85. separate sheet 
and enter the total under item 3. If advances to third parties are outstanding at the close of the account- 
ing period, attach an itemized list and enter ἐν total on line 36, 
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| 2. If more space is required to explain receipts, prepare receipt form, number and attach hereto. In every case, 


4, Finel credit will not be given for disbursements which are advances to be accounted for. When accounting 
for advances are ‘oot tained, list as expenditures or refund of cash, as appropriate. 


5. Total receipts entered on the line "Total to Account For" must agree with the total disbursements entered on 
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in the form of other than U.S. Dollars were on hand, recei ived, or disbursed during the accounting 
Beeioa, “ann pertinent data, i.e., rate, metnod of acquisition, etc., must ve shown. If advances have been 
made Ὁ Pare parties, enter the total of such advances outstanding at the beginning of the eccounting seriod 


2. If more space isrequired to explain receipts, prepare receipt form, number and attach hereto. In every cou 

τ envify ἘΠΕ source of receipts. 

3, Attach a voucher for each expenditure and assign εἰ number thereto inmumerical sequence. The voucher may Ὁ 
the receipt obtained from the payee. hen a receipt is not obtained, prepare a certificate and attach as 

voucher. When space on form is not sufficient to list all vouchers, prepare a listing on a sevarate sheet 

and enter the total winder item 3. If advances to third parties are outstanding at the close of the acrount- 

ing period, attach an itemized list and enter the total on line 3a. 
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[esearch Director ΝΌΟΝ 
Date: 
ARBOR ATTAR HE OR 
- ‘ 
. Ἤ 


hve a td 


wen mista dit ectinctr ene ante cae ass Sew apne ania nance Nak a Bette wo δ 


BEMOSATOUM POR: COMPPROLIER 9 Ὁ 
ATTRNLION : Hinenos Division 
SUBJECT : HXULITRA, Subproject Lez 


9 Septesber 1960 


Under the euthority granted in the ponorantiea dated 13 April 


1953 from the ICL te the Dosa, aml the extension of this authority 


in uvbsequont mesorania, Subproject 122 has been egproved and 


$2,000 of the over-all ΘΈΝΑ project fumds has been obligated 


to cowr the evtorofest's expenses. This obligetica of funia should 


be charged to ALlotagnt 1625*100961003. 
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MEMORANDUM FOR: THE RECORD 


SUBJECT. : Project NKULTRA, Subproject 122 


1. It is requested that Supe 


ofect 1 122 ve ἜΡΟΝ. ἴο » Βυρροσυ 
7 in Pere) the renearch project of. # ᾿ς ᾿ Ὶ ‘ a me ie eee uy, — 
“ee ΕΑ εὐδίαν € ᾿ ᾿ oy : . am Pea ἢ ᾿ . : ῷ : - J τὸν eae an 7 : σ. 
—_ = “sceotasries with the attached proposal. Pe ats ᾿ ead 
2. “eurokinin is almost certeinly & major mediator in the δὴ 
"stress" reaction. Its nature and function sre not well understood. 
Purification and chemical, characterization ares necessary preliminary. 
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ἣν The total cost of thie Stasdct: 258 a period of one year is 


estinated to be $2,000 as indicated in the attached budget. Charges. 
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should bé made against Allotment Nusber 1525-1009-1902. , 


concerned With the 


6. No cleared or witting personas are 


conduct of this project. 


tsp/Research Branch 
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Distribution: 
Original Only 
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earn ΑἹΙ comments ὁ 
Bawho fs c professor of pharmacology at the <i 
At would appear from bis evaluation that this Tes 


Ine sctentific contribution -know, has worked with 


here ak K und recently returned ἸΟ ἘΣ 
My only corinents are: 1) 1 do not feel personally able to judge the signifi- 
cance of the research except from a general point of view and, from that standpoint, 
Euoortant; and 2) my only other reaction is the saine cs is the - 
ich questions the irmediate relevance of this proposal to 
the.field ΟΕ ΕΝ ΠΕ this observation can be raticnalized, then | would 
feel that the petitive eemiments of the Directors and Advisers can lead only to recom~ 


rendation for approval to support this project. 
“+ 
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Program Director 


Ene: 2 copies of Proposal 


a 


᾿ {hove enclosed a proposal for consideration by the 
yas for sucport for a series of studics conce med with Neurokinin, 
Y substance thot appears to be of great importance in the pathological 
_mochanisms by which man's relationship to his environment influences 


health. 


ἜΘΗ . 


Sincerely yours, 


Bye 5 . ἢ FOES ἫΝ .-ς 
ἫΣ ety ean i ay 


Institution: Department of Pharmacology, University ὁ 3 7s 


The central nentousavsten evokes, integrates, and modulates 
the body's adaptive sespontes to the cnvironment. These responses P docessary to 
survival when appropriate, are implicated in the etiology and course of discase of 
many categories when Inappropriate. It is well established that reactivity to noxfous 
_ stimulation con be modulated by the central nervous system through central of the: 


tiring and amount of ‘adrenal cortical stimulatiag hormone (:AC TH)from the pituitary 


gland. Recent experiments at the το ᾿ : oe have shown that another major 
route for central nervous system fedoletion of the Inflammatory response exists. This 
latter youte is through vasomotor control and through modification of fhe magnitude of 
local pnouronal roflexos. A potent vasodilator substonce ts iniplicated in these reactions, 
The applicant has been one of ΜΒ... defined 
this biochotnical substance as nourokinin, Neurokinin apparently is a vasodilator 
polypeptide formed by the splitting of a protein globulin) present in extracellular fluids 
This splitting is due to the action of a prokoslytic onzyme (nourokinin forming enzyie), 


possibly an tntrancuronal protease. The some enzyme has been observed 


= Qe 


in the eeicbrospines fluid and In perfusate of the cerebral ventricle during stimulotion of the 

brain, thus giving a source of the materiol for study. A crude preparation of powdered neurok- --- 
kinin hos been prepared by incubation of. globulin-w vith cerebrospinal fluid collected from 
pationts with eee which h conteleplorae amounts of neurokinin-Forming οἱ enzyme » 


The cpplicalien hos worked with (agg <p ἘΠῚ 


definitien-sf this agent and In the preparation of €fude neurokinin. 
c) Jemnediate Objectives. | 
To prepare afd characterize highly purified neurokinin by chromotogrophic 
chemical methods. | 
ἢ Long Range Objectives _ 
: To define the sharnacalagie propertics, and contribute to understanding 
of the physiological and pathological significance of neurokinin, — 
Ile Methods | 
- . a) Obtain neurokinin forming enzyme from ἘΠῚ cerebrospinal fluid and = 
fram perfusate of cerebral ventricles of laboritory animals during stimulation of the brain. 
| b) Preparation of crude neurokinin by incubation of cerebrospinal fluid 
with globulin, precipitation ,and extraction with alcohol. 
c) furification of the crude preparation by paper and column chroraa- 
tographic separation of the components in the crude preparations 
d) Pharmacologic studies to identify the active fraction 
a. isolated rat uterus, rot duodenum bioassay 


ἷΝ 


and assay of depressor action on the blood pressure. 


ΠῈΣ ae, | 2 ae 


oe 


οὐ Pharmacologic’ -theraétetigatian of the propemes of purifi 
neurokinin. 


1) Electroencephalographic changes induced by intraventricular and 
SMR Soke τοσ, ate a 
intercarotid injection in the cat. 


2) Behavioral changes indticed by intraventricular injections of 


neurekinin into uncnesthetized cats with implanted intraventricular connulag. 


Hil. It is expected that these studies will require one year to coniplete. 


Ve Budget ΘὃΘὃ " 


augment equipment available in tha ἐν 


ade : ee ee 
Be Ae a ks 


" Stereotoxic (Horsely Clark) opparotus for perfusion of cerebral 


ventricles and for placement of introventricular connulae $900,000 en 

2) Perfusion puinp 200.00 0 
3) Small polyethylene Tubing δ. 0... 
4) Rocording kimograph for smooth muscle bioassay 250.00 
5} Miscellaneous equipment, manometer clamps, 0ὅ.ὅϑὕὥὨ[100,00. 

connulae ; 
b) Drugs and supplies for clectrophoresis and for 

pharmacologic studies 300.00 
οὗ Animals, animal food, and cages “200,00 


τοῖαι ““§9000.00 ς΄ 


Vi and VI. 


This project has. not been undertaken praviously and no support hos been 


ort is being requested of other founda ti ons .-- --- 


ike 


gee εέδοι ϑιοις elMaigh esis, ᾿ 
each. na ae Gaius ob ee indice Be te Bees Lela "- 
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The central nervous system evokes, integrates, and modulates 


the body's adaptive responses to the cnvironinent. These responses, necessary to ὁ... 
survival when oppropriote, are implicated in the etiology and course of discase of | 

mony categories when Inappropriate. It Is well established that reactivity to noxious ἡ 
stimulation can be modulated by the central nervous system through control of the 


Hing and arsount of adrenal cortical stimulating hormone (:AC TH)from the pituitary — 


gland. Recent experiments at the rae Bhove shown that another major 

route for central nervous system modulation of the ἸαΠαιππιαῖοιν response exists. This ~~ 

latter route is through vasomotor control and through modification of the magnitude of 

local neuronal reflexes. A potent vasodilator substance is implicoted in these reactions. 
The applicant has been one of the investigators who has defined 

this biochemical substance os aula Neurokinin opparently is a vasodilator 

polypeptide formed by tho splitting of a protein (globulin) prosent in extracellula τ flutds 


This splitting is due to the action of a proboalytic cnzyme (neurokinin forming cnzyme), 


possibly an intrenevronal protease. The same enzyme has been observed 


= P= 


in the cerebrospinal fluid and in perfusate of the cercbral ventricle during stimulation of the 


> 


brain, thus giving a source of the material for study. A crude preparation of powdered neuro’ 


kinin has been prepared by incubation of. globulin with cerebrospinal fluid collected from 


paticnts with schizophrenia, which contefsslarge amounts of neurckinin~forming enzyme. 


The opplicflbon hos worked withd care — 


definition of this agent and in the eee of cade πάτο πιὰ: gree 
9) Immediate Objectives» 

To prepare ae characterize highly purified neurokinin by chromatographic 
chemical methods. 
ἢ) Long Range Objectives _ --ς- 

To define the ΕΑ οξόϊοοῖς properties, and contribute to understanding 
of the physiological and pathological significance of neurokinin. 

| a) Obtuin neurokinin forming enzyme frora humon cerebrospinal fluid and 

from perfusate of cerebral ventricles of laboratory enimals during stimulation of the brain. — 

b) Preparation of crude neurokinin by incubation of Sidioastnal fluid 
with globulin, precipitation, and extraction with alcohol. 

e) furification of the crude preparation by poper and column chroma 
tographic separation of the components in the crude preparation. 

_ d) Phormacologic studies to identify the active fraction 


a, isoloted rat uterus, rat duodenum bioassay 


and assay of depressor action on the blood pressure, 


“Q » “ὦ ᾿ς 2Άλεϊ 
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δὲ Pharmacologic’ eharaetdiHectian of the propernes of purifi 


neurokinin. 


1) Electroenceshalographic changes induced by intraventricular and 
ence; grap 9 


Pe ee Nee 
intércarotid injection in the cat. 


neurokinin into unanesthetized cats with implanted intraventricular cannulae. 


| ὁ - 


2) Behavioral changes induced by intravenfriculor injections of 


Budget 


a) Apparatus to augment equipment available in the 


a ΠΝ suena ἐξ Ts ae = ἘΝ : , : Be apenas ee 
oe te ge fon an ἢ Ξ ape ea De ae ae Ὁ ἢ és ᾿ 
ae ΤΡ 5.) cog pS aon ἦ 
eas *y pete te eet cxtar oy ἢ 


}) Stereotoxic (Horsely Clark) opporatus for perfusion of cerebral 


ventricles and for placement of intraventricular cannulae 
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2) Perfusion pump - 

3) Small pclyethylene Tubing 

4) Recording kimograph for smooth muscle bioassay 

5} Miscollancous equipment, manometer, clamps, 
cannulae ᾿ . ᾿ 

b) Drugs and supplies for electrophoresis and for 


pharmacologic studies 


¢) Animals, animal food, and cages 


TOTAL 


- 


~ It ts expected that these studies will require one year to complete. - - 


$900.00 
200.00 
. 50.00 
250.00 


100.00 


300.00 ° 


‘200.00 


ee 


"$000.00" 


The Sather is 


Vi ond Vili  * gs Bee 


This project has-not been undertaken previously and no support fics been 


or: ts being requested of other foundations. a 
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LEMORANDUM FOR: 
euUBIECT 


ATTENDANCE 


Supplies as P F ἐπάν © was epucovedc. Neurokinin is ΜΌΝ 
sured to be & Wajor mediator in the “stress" reaction. Its nature 
and function are not well understocd. Purification and chemical 

characterization is a necessary preliminary to exploring its bio~ 


Sane function. 119 λα νου οι has re beef the strong endorse- 


“equipnent 


3. A neme check ONG Me vovca negative. He 
will remain wet ting of true Sponsom™ τ᾿ 


Distribution: 
Orig & 3 “ Addressee 
(1808) 
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REI 2s, Rat NTE OE ee 


. 


ἔφυς 


SER Re esa oe 


eae any 


MEMORANDUM FOR: ‘TRE RECORD 


SUBJECE. 6ῈἘ.« Discussion witl 
on 


to erred peeacre to caer ‘missions. Yurthe ᾿ 
if his division needed a funding mechanism with sound cover to- 
that could be fitted into the cover, the 
Ὁ. help, Ube. 


Nwas eveils 2 
2, Although | 
enthusiastic aod wished to make division brass aware of the pos-. 
sibilities. ; ὲ : 


Research Branch 


Distributions 
rig & 3 = Addressee 
(150,88) 


Sey no-imuediate πόδὰ, he was genvinely Ὁ 


